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Final Report 

Evaluation of Antimalarial Agents 
DAMD 17-94-V-4001 

Period covering 12/28/93 - 12/14/93 (extended to 6/14/94) 

There were 447 compounds tested in the Rane test (mm Test 
System) against Plasmodium berghei in mice for blood 
schizonticidial activity. Twenty-two of these compounds were 
active. 

In the Secondary Test System (Experiments 762-824), we 
tested selected active compounds in a variety of tests. 

Arteether, a tetraoxane (WR 148999) and a Qinghaosu analog 
(not metabolized to the active metabolite - dihydroartemisinin) 
were given daily for 14 days to check for toxicity. The 
tetraoxane was not toxic while the other 2 compounds were 
toxic. 

Chloroquine, halofantrine, and WR 148999 were given once on 
either day 3, -2, -1, one to check for duration of activity. 
WR 148999 protected the mice for a longer time period than the 
other drugs. 

Several antibiotics (Azithromycin,Norfloxacin5 Ciprofloxacin, 
Roxithromycin, Ofloxacin and clarithromycin) were tested SC 
& PO against the drug-sensitive MM line of P. berghei. 
Azithromycin was the most active antibiotic of those tested in 
the Thompson Test. An antitubulin compound (Triflurlin) was 
tested SC & IP in DMSO in the Thompson Test and exhibited 
slight antimalarial activity. 



Chloroquine and halofantrine did not exhibit any cross 
resistance with Qinghaosu when tested against Qinghaosu- 
resistant parasites. 

Primaquine and Chloroquine were tested against the WR 
238605-resistant line and Primaquine exhibited some cross 
resistance. 

Several compounds (WR 102796, WR 228258, BL 20630, BL 
21100, WR 234251, BM 19561, BM 19589, BM 19598, BM 
19543, BM 19570, BN 34367, BN 34385, BM 19614, BH 
13998, BH 35430, BH 30373, BH 38986, BH 30999 and ZP 
32964) were tested via either the SC or PO route or by both 
routes in the regular Thompson Test against drug-sensitive 
parasites. WR 228258 was the most active of these compounds 
tested. 

Several drug combination tests were performed to detect 
synergistic activity in the Thompson Test. These included 
Azithromycin plus either Halofantrine, Quinine, Qinghaosu or 
Primaquine. No synergistic activity was detected with any of 
these combinations. 
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(Experiment 821) 

GROUP COMPOUND MG/KG/DAY NO. OF MICE DEAD/ NO. OF MICE ALIVE 
NO. WR/BN X3 DAY DIED DAY + 60/TOTAL 

8 225329 64 1/17 1/18 1/19 2/20 1/23 0/6 
9 ZP 32955 4 2/9 1/10 1/15 1/17 1/18 1/26 0/7 
10 1 1/8 2/9 1/10 1/11 1/15 1/20 0/7 
11 0.5 3/8 3/9 1/18 0/7 

12 228277 64 1/5 1/17 1/19 1/20 1/30 2/7 
13 ZP 32973 4 1/8 3/9 3/11 0/7 
14 0.1 3/8 1/9 2/10 1/19 0/7 
15 0.5 6/9 1/10 0/7 

16 229212 64 7/7 
17 ZP 32982 4 2/16 1/17 2/18 1/26 1/29 0/7 
18 1 1/9 4/10 1/17 1/22 0/7 
19 0.5 1/8 1/9 2/10 1/17 1/18 1/26 0/7 

20 229207 64 1/10 2/17 4/7 
21 ZP 32991 4 2/11 1/13 1/15 2/19 1/22 0/7 
22 1 2/9 2/10 1/13 1/16 1/18 0/7 
23 0.5 1/8 5/9 1/10 0/7 

24 CONTROL 0 6/9 1/9 0/7 
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820 

GROUP COMPOUND MG/KG/DAY NO. OF MICE DEAD/ NO. OF MICE ALIVE 
NO. WR/BN X3 DAY DIED DAY + 60/TOTAL 

8 WR235155 64 7/7 
9 BJ42681 4 7/7 
10 1 2/10 1/12 1/13 1/18 1/24 1/25 0/7 
11 0.5 1/9 4/10 1/11 1/12 0/7 

12 WR230677 64 2/11 1/13 1/16 1/20 2/22 0/7 
13 BJ46616 4 4/9 4/10 1/11 0/7 
14 1 1/9 6/10 0/7 
15 0.5 4/9 3/10 0/7 

16 WR237767 64 7/7 
17 BJ46625 4 1/9 5/10 1/11 0/7 
18 1 3/9 3/10 1/11 0/7 
19 0.5 1/9 3/10 2/11 1/16 0/7 

20 WR239164 64 1/20 6.7 
21 BJ46634 4 2/10 1/11 2/12 1/16 1/24 0/7 
22 1 3/10 1/11 3/12 0/7 
23 0.5 4/9 2/10 1/11 0/7 

24 CONTROL 0 3/8 3/9 1/3 0/7 
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(Experiment 818) 

GROUP COMPOUND MG/KG DAY NO. OF MICE DEAD/ NO. OF MICE ALIVE 
NO. WR/BN X3 DAY DIED DAY + 60/TOTAL 

1 CONTROL 0 2/7 3/8 0/5 

2 CLOROQUINE 32 3/10 1/11 1/5 
3 AU29291 8 4/9 1/10 0/5 
4 2 1/7 4/8 0/5 

5 0.5 4/8 1/9 0/5 

6 MEFLOQUINE 32 5/5 

7 BK11592 8 1/8 3/9 1/10 0/5 

8 2 3/8 1/9 0/5 

9 0.5 4/8 1/11 0/5 

10 HALOFANTRINE 32 5/5 

11 BK64002 8 1/13 1/14 3/5 
12 2 3/8 1/9 1/10 0/5 
13 0.5 2/7 3/8 0/5 

14 PRIMAQUINE 32 4/9 1/10 0/5 

15 AU29317 8 3/7 2/8 0/5 
16 2 4/7 1/8 0/5 

17 0.5 1/7 3/8 1/9 0/5 

18 WR238605 32 2/7 1/6 2/5 
19 BK73252 8 1/14 4/5 
20 2 2/9 1/10 2/11 0/5 

21 0.5 1/7 3/8 1/9 0/5 

22 QUININE 32 3/7 2/8 0/5 
23 BG59659 8 1/17 3/8 1/9 0/5 

24 2 1/7 4/8 0/5 

25 0.5 4/8 1/9 0/5 
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(Experiment 817) 

GROUP COMPOUND MG/KG/DAY NO. OF MICE DEAD/ NO. OF MICE ALIVE 

NO. WR/BN X3 DAY DIED DAY + 60/TOTAL 

7 CONTROL 0 4/8 2/9 1/14 1/20 0/7 

8 BH49452 64 7/7 

9 WR229593 4 1/15 1/16 1/18 2/19 1/20 1/7 

10 1 4/9 2/10 1/19 0/7 

11 0.5 4/9 1/10 1/14 1/20 0/7 

12 BH50357 64 7/7 

13 WR236761 4 1/15 1/17 1/18 2/19 1/20 1/7 

14 1 1/7 2/8 1/11 2/16 1/17 0/7 

15 0.5 4/8 1/9 1/10 1/7 

16 BH78711 64 7/7 

17 WR232716 4 1/19 6/7 

18 1 2/9 1/12 1/13 1/15 2/22 0/7 

19 0.5 3/9 4/7 

20 BJ01662 64 1/17 1/20 1/29 4/7 

21 WR237536 4 2/8 1/10 1/18 2/19 1/20 0/7 

22 1 4/9 1/10 1/11 1/14 0/7 

23 0.5 1/8 5/9 1/7 
! 

24 CONTROL 0 2/7 3/8 1/11 1/12 0/7 

25 MEFLOQUINE 128 1/10 6/7 
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(Experiment 815) 

GROUP COMPOUND MG/KG/DAY NO. OF MICE DEAD/ NO. OF MICE ALIVE 

NO. WR/BN X3 DAY DIED DAY + 60/TOTAL 

7 CONTROL 0 5/8 2/9 0/7 

8 BH49416 64 7/7 

9 4 1/10 3/11 1/12 1/19 1/22 0/7 

10 1 1/112/12 1/13 1/20 1/21 0/6 

11 0.5 3/9 2/10 2/17 0/7 

12 BH49443 64 1/8 1/11 1/27 4/7 

13 4 1/14 1/17 2/19 1/21 1/23 1/29 0/7 

14 1 1/8 1/9 1/10 2/16 1/17 1/19 0/7 

15 0.5 1/8 4/9 1/10 1/13 0/7 

16 WR227825 0.5 7/7 

17 BH35430 0.125 1/14 2/15 1/16 1/17 1/18 1/27 0/7 

18 0.0315 2/9 1/10 1/151/16 1/17 1/19 0/7 

19 WR227825 0.0158 1/12 1/14 1/15 1/18 2/19 1/21 0/7 

20 BH35430 0.5 7/7 

21 0.125 1/16 2/19 1/20 1/25 2/7 

22 0.0315 1/9 3/16 1/17 1/20 1/22 0/7 

23 0.0158 1/8 1/15 2/16 1/18 2/21 0/7 

24 MEFLOQUINE 64 1/22 1/25 1/30 4/7 

25 0 4/8 2/9 1/7 
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(Experiment 707) 

GROUP DRUG MKD ROUTE VEHICLE NO. DEAD MICE/DAY DIED NO. MICE ALIVE 
# # 3X DAY + 60/TOTAL 

1 Control 0 PO HEC 2/8 2/10 1/13 1/14 1/22 0/7 

2 WR238605 64 1/8 1/17 1/22 3/7 
3 BK73252 16 7/7 
4 4 1/20 2/21 1/22 3/7 
5 1 4/8 1/10 1/15 1/19 0/7 

6 Primaquine 64 1/25 6/7 
7 BJ08241 16 1/20 1/22 5/7 
8 4 1/19 1/21 1/23 1/27 3/7 
9 1 1/9 1/14 2/19 1/21 1/25 1/29 0/7 

10 Chloroquine 64 1/19 2/21 4/7 
11 BG58705 16 1/19 1/23 1/26 4/7 
12 4 1/17 1/19 1/20 1/26 3/7 
13 1 3/7 1/8  1/11 1/17 1/27 0/7 

14 Mefloquine 64 7/7 
15 BK11592 16 1/19 6/7 
16 4 2/22 5/7 
17 1 1/8 3/13 1/18 1/20 1/21 0/7 

18 Halofantrine 64 7/7 
19 BK64002 16 7/7 
20 4 1/22 1/30 5/7 
21 1 1/19 2/22 1/25 1/26 2/7 

22 Quinine 64 1/12 1/16 2/19 1/21 1/22 1/23 0/7 
23 AW23860 16 2/7 1/8 1/20 1/25 1/26 1/28 0/7 
24 4 1/7 2/8 1/9 1/10 1/13 1/20 0/7 



(Experiment 707) 

GROUP DRUG MKD AVERAGE PARASITEMIA 

# # 3X DAY+ 6 DAY+ 13 DAY + 20 DAY + 27 

1 Control 0 22.1 41.3 57 DEAD 

2 WR238605 64 0 0 0 0 

3 BK73252 16 0 0 0 0 

4 4 1.1 21.4 37.3 16.1 

5 1 24.7 69.5 DEAD 

6 Primaquine 64 0 0.9 29.1 11 

7 BJ08241 16 0 17.3 26.4 0 

8 4 1.4 53.9 56.8 0 

9 1 24.6 55.7 73.3 19 

10 Chloroquine 64 0.9 54.4 20.2 0 

11 BG58705 16 1 53.1 33.7 0 

12 4 1 52.3 33.3 0 

13 1 40.1 38 54 DEAD 

14 Mefloquine 64 0.003 2.1 19.4 0 

15 BK11592 16 0.001 6.9 49.4 52 

16 4 0.4 12.9 41.1 0.01 

17 1 15 36 43 DEAD 

18 Halofantrine 64 0 0.4 0.01 0 

19 BK64002 16 0 0.6 0.001 0 

20 4 0 7.1 36.3 20.5 

21 1 0.9 39.3 33.7 DEAD 

22 Quinine 64 1.1 50.8 41.7 DEAD 

23 AW23860 16 32.8 50 59.3 72 

24 4 32.4 55 DEAD 
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